Introduction: Most epithelial cell cancers (cervix, colon, skin, prostate, breast, etc.) develop from precursor lesions resulting from an accumulation of mutations in growth regulatory genes. Such precursor lesions have not been identified for OVCA but it has been proposed that OVCAs arise by a multistep process through increasingly aggressive stages. We have shown that immortalized human ovarian surface epithelial (HOSE) cells undergo stepwise progression to the malignant phenotype in vitro. This process has been reproduced with a mouse ovarian cancer model we have developed. Our preliminary results with gene expression analysis of HOSE cells confirms our hypothesis that this phenotypic presentation reflects changes in the expression of genes from benign cells to malignantly transformed cells. The long-range goal of these studies is to identify aberrantly expressed genes in HOSE cells at various stages along the path to the malignant phenotype for the purpose of characterizing biochemical pathways whose expression is dysregulated.
Body: Our progress to date in analysis of gene expression of HOSE cells is provided in the 
Conclusions:
We have requested and received a 12 month no cost extension because of difficulties with tissue culture that were beyond our control that made completion of the project in the 36 month time period impossible. For the third 12 months of the award, we have completed all queries of the Affymetrix oligonucleotide arrays with two cell lines. Preliminary analysis of the results of these hybridizations indicated a number of genes that are differentially expressed in early, intermediate and late passage cells and that these differences can be validated by QRT-PCR. For the next 12 months we will complete the analysis of 1.24.96 cell data and will have submitted abstracts and mauscripts. The results to data indicate that new avenues of investigation can be initiated to dissect development of ovarian cancer as well as development of therapeutics and early biomarkers of early ovarian cancer. The lack of description of a "premalignant" ovarian surface epithelial cell phenotype in situ has hindered progress in early diagnosis of epithelial ovarian cancer. The cell culture system we have developed mimics a premalignant condition in that there is local invasion of matrix by early passage cells. These cultures will be of value in identifying early changes in biochemical pathways that become dysregulated early during malignant progression. 
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